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Association of maternal iodine status with child IQ: a meta-analysis of individualparticipant data
Methods of urinary iodine measurements
In Generation R, urinary iodine was measured by the Sandell-Kolthoff method. Iodine calibration was performed using certified reference materials (CRM) Seronorm urine Levels one and two (Nycomed, Norway), and four EQUIP samples certified for urinary iodine concentration (Centers for Disease Control and Prevention, USA). At a level of 1.7 µmol/l iodine the within-assay CV was 5.1% and the between-assay CV was 14.3% (n= 30). In INMA, urinary iodine was measured using paired-ion reversed-phase, high-performance liquid chromatography (HPLC) with electrochemical detection at a silver working electrode (Waters Chromatography, Milford, MA). The accuracy of the results was verified using the CRM Seronorm urine Levels one and two (Nycomed, Norway), and internal quality control samples. Within run precision was 4.5% relative standard deviation (RSD) at 50 μg/L, 3.2% at 100 μg/L and 2.0% at 300 μg/L. Between run precision was 7.9% RSD at 50 μg/L, 3.5% at 100 μg/L and 2.5 % at 300 μg/L. In ALSPAC, iodine ( 127 I) was measured on a dynamic reaction cell inductively-coupled plasma (ICP) mass spectrometer. The accuracy of the results was verified using the CRM Seronorm urine Levels one and two (Nycomed, Norway), and accuracy was also monitored by measurement of EQUIP samples at regular intervals throughout the analysis. Within run precision was 0.83% RSD at 42 µg/L, 2.47% at 84 µg/L, 0.56% at 149 µg/L and 2.01% at 297 µg/L. Between run precision was 8.69% RSD at 42 µg/L, 6.54% at 84 µg/L, 7.2% at 149 µg/L and 6.8% at 297 µg/L. Reported beta and 95%CI are increase in mean child verbal IQ per log increase in UI/Creat. UI/Creat^2 refers to the addition of a squared UI/Creat variable in the model. Analyses were performed using linear regression models. UI/Creat was transformed by the natural logarithm. Analyses were adjusted for gestational age at urine sampling, child sex, maternal ethnicity/country of birth, maternal education, parity, maternal age, pre-pregnancy BMI, and smoking during pregnancy. 
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